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1 . This opinion contains indications relating to the following items: 
BoxNo1 Basis of the opinion 
| | Box No. II Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
| | Box No. IV Lack of unity of invention 

[>3 Box No. V Reasoned statement under Rule 43to.l(a)(i) with regard to novelty, inventive step or industrial 

! applicability; citations and explanations supporting such statement 

| [ Box No. VI Certain documents cited 

I | Box No. VH Certain defects in the international application 

1 | Box No- VIII Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
taxational Prehrninary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Au&onty other than this one to be IPEA and the chosen IPEA has notified the International Bureau under Rule 66. \bis(b) that 
written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 

of Fnr^^^^n 0 ^^ Wh i? e ^th. amendments, before the expiration of 3 months from the date of mailing 

of Form PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further opinions, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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Box No. I 



Basis of this opinion 



1. 



With regard to the language, this opinion has been established on the basis of the international application in the language in 
which it was filed, unless otherwise indicated under this item. 

This opinion has been established on the basis of a translation from the original language into the following language, 

» which is the language of a translation furnished for the purposes of international search (under Rules 12.3 

and 23.1(b)). 



□ 



2. 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the 
claimed invention, this opinion has been established on the basis of: 

a. type of material 

| | a sequence listing 

| | table(s) related to the sequence listing 

b. format of material 

| | in written format 

| | in computer readable form 

c. time of filmg/furnishing 

1 1 contained in the international application as filed. 

[ I filed together with the international application in computer readable form. 
| 1 furnished subsequendy to this Authority for the purposes of search. 



3. 



1 1 m addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been 
filed or furnished, the required statements that the information in the subsequent or additional copies is identical to 
that in the application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



4. Additional comments: 
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B ° X V f^™^'™* 1 RuIe W® with regard to novelty, inventive step or industrial 



applicability; citations and explanations supporting such statement 



1 . Statement 



Novelty (N) 



Inventive step (IS) 



Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-11 



1-11 



1-11 



2. Citations and explanations: 



c^L^T!^- a Pf llcati ° n relates to a method for 
St tto =„n T- ° £ P roCeins Peptides, characterised in 

that two solutions are mixed together, one of which is an 
aqueous solution of proteins or peptides and the other is aS 

SOlution -. »herefn P the polymers alginate? 
anv of ; h ! . ■% °, r PeCtin ° r a hydrolysate or a mixture of 
p' telt pe P tid1 l3 cr^ 8 talS: e miXln9 ""V" 0 solu "°- the 
produce cr^^-'SS^'^r^r- ^n- 1 "^ 
Shoved S °st U Ii! n t ° r C ° ntinU ° US " nlft — 3el 4 V icn have 
formations llCy "* "* USed 



in medical 



Reference will be made to the following 
the International Search Report: 
WO 9955310 
EP 0263490 
US 20020001619 

Pharmaceutical Research, vol 18(11)' 
A & Merkle HP. 



documents cited in 



1483-1488 (2001) , 



rtabilES ™£ P ocess for crystallisation of proteins and 
thS nrn>t' P n formulations. It has . been found 

that proteins may be successfully stored in drv form f™- 

c£2tS?3£" ? tim % at mMMt " Elevated temperatures ^n 
crystallxne form. Formulations comprisina the r,™t-o^ 

s^js~ s-rto^^T^^S 

2SSF C " e- Produce - 
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According to Dl, protein crystals may be stored either ^ 
the form of suspensions by replacing the mother liquor with 
a nonaqueous solvent, or in dried solid form. Non-aqueous 
slurries of crystalline therapeutic proteins are especially 
U ! e ^. for s^cutaneous delivery, in order to enhance the 
stability of the crystals, excipients such as hydroxypropyl - 
p-cyclodextrin may be added to the already crystallised 
protein in mother liquor. See page 35, line 31 - page 37 
line 6; page 88, line 15 - page 89, line 14; page 94, line 1 
- page 96, line 28; claims 1, 16, 50, 110 and 116. 

D2 describes a sustained-release particulate preparation 
wnich comprises a polymeric compound which is capable of 
being degraded in the body, a pharmacologically active agent 
(e.g a protein P r a peptide), and a natural high-molecular 
weight compound of sugar origin (e.g. chitosan, pectin or 
dextrin) . The preparation is prepared by dissolving the 
polymeric compound, and mixing it with the pharmacologically 
active agent and an aqueous solution of the compound of 
sugar origin, followed by stirring in order to obtain a 
preparation which has fine and uniform particle size. There 
is no indication in D2 of crystallisation of the 
pharmacologically active agent (see the claims) . 

^ re3 L at ; e . S t0 sustai ned-release compositions comprising a 
hydrophilic polymer, a biologically active agent, e.g a 
protein, and a precipitating agent, wherein the composition 
is characterised in *-v.= j . 



co-precipitated with the polymer. The polymer is for exampl 

^ I ^in.f. ( see C l a i ms 1_ 10 ) # 



xs 



D4 reviews methods of crystallising proteins for use 
pharmaceutical formulations . 



xn 



%l documents D1-D4 represent the general state of the 

bf a n J ^ ^ nt3 f n defined in claim * 1-11 is not disclosed 
«L I d . ocuments - T he cited prior art does not give 

any indication that would lead a person skilled in the art 
to the claimed method of crystallisation of proteins 
Therefore, the claimed invention is not obvious to Pr ° teinS ' 
skilled in the 



person 



Accordingly, the invention defined in claims l-n 
and is considered to involve an inventive 
invention is industrially applicable. 



novel 
The 
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